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In the course of our screening for elastase inhibitors from microorganism, we have found two new cyclic-depsipeptides designated YM-47141and 47142. In this paper, we describe the taxonomy of the producing organism and isolation, physico-chemical properties, and biological activities of Human leucocyte elastase (HLE; EC 3.4.21.37 ) is a neutral serine proteinase, capable of degrading a variety of connective tissue components including elastin and collagen1*. HLEhas been implicated in the pathogenesis of a variety of inflammatory diseases such as emphysema, acute respiratory distress syndrome, and rheumatoid arthritis2~4).
In most cases, the pathogenesis of these diseases has been ascribed to the inactivation or depletion of an endogenous HLEinhibitor, notably ax-protease inhibitor. Therefore, inhibitors of HLEare potential therapeutic agents for these inflammatory diseases. In the course of our screening for elastase inhibitors from natural products, we have found two new depsipeptides designated YM-47141 and 47142 ( Fig. 1) 
Results
Taxonomy of the Producing Organism The producing organism, strain Q17897, was isolated from a soil sample collected in ZamamiIsland, Okinawa Prefecture, Japan. The morphological characteristics of strain Q17897 are summarized in Table 1 . Strain Q17897 is a Gram-negative motile bacterium. The cells have a rod shape with a size of0.2~0.4 x 0.4~15fim. The color of the colony was orange. The physiological characteristics of strain Q17897 are summarized in Table 2 . The growth temperature range was from 15~37°C. Strain Q17897 gave positive results in tests for ornithine decarboxylase and catalase. Acid formation was observed from D-glucose, lactose and maltose. The predominant isoprenoid quinone type was MK-7. The guanidine-pluscytosine (G+C) content of the DNAwas 47.5mol%.
Based on the taxonomic properties described above, strain Q17897 belongs to the genus Flexibacter1'2\ Both morphological and physiological characteristics of strain Q17897 were compared with those of other Flexibacter species, F. flexilis, F. elegans, F. filiformis. The results are summarized in EtOAc extract of culture supernatant (5 litters) was subjected to silica gel column chromatography followed by HPLC to afford YM-47141 (17.3mg) and YM-47142 (7.9 mg), respectively.
Physico-chemical properties of YM-47141 and YM-47142 are summarized in the Table 4 . The IR spectra of YM-47141 and YM-47142 showed characteristic absorptions attributed to ester group (1660cm"1) and amide groups (1530cm"1). Amino acid analysis of 6n HC1 hydrolysate of YM-47141 and YM-47142 revealed the presence ofAla, Asp, Thr, Leu, and Phe (1: 1:2: 1 : 1). Both gave negative color reaction to ninhydrin indicating that the N-terminal of these peptide compounds is protected or cyclized. The details of the structure elucidation studies of YM-47141 and YM-47142 will be described in the succeeding paper5).
Biological Properties of YM-47141 and 47142 YM-47141 and 47142 are potent inhibitors ofelastase. The IC50 of YM-47141 and 47142 against HLE are 1.5x10"7m and 3.0x10"7m, respectively. Table  5 shows the inhibition activity ofYM-47141 against several serine proteases. Although YM-47141 inhibits human leukocyte cathepsin G and bovine pancreatic a- The aldehyde group is essential for the inhibitory activity due to the formation of a hemiacetal or hemithioacetal adduct with the nucleophilic hydroxy or thiol group of the serine and cysteine proteases16). In postostatin17) the a-ketocarbonyl group is supposed to be the functional site for its inhibitory action18). Judging from the easy formation of the hydrates in solution, the inhibitory activities of YM-47141 and YM-47142 are most likely due to the formation of hemiketal between the enzyme active site serine and 2-carbonyl group of 2,3-dioxo-4-amino-6-methyl-heptanoic acid in the inhibitors. Recently, proteinase inhibitors with tricarbonyl structure have been synthesized19 
